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ABSTRACT : 

We have discovered that growth hormones form ternary complexes with 
their receptors in which site 1 on the hormone first binds to one 
molecule of receptor and then hormone site 2 then binds to another 
molecule of receptor, thereby producing a 1:2 complex. We believe this 
phenomenon is shared by other ligands having similar conformational 
structure. Assays based on this phenomenon are useful for identifying 
ligand agonists and antagonists. Sites 1 and 2 are structurally 
identified to facilitate generation of amino acid sequence variants of 
ternary complex- forming ligands. Novel variants of growth hormone, 
prolactin placental lactogen and other related ligands are provided. As a 
result of our studies with the ternary complex we have determined that 
selected antibodies to the receptor for these ligands are capable of 
acting as ligand agonists or antagonists. Novel growth hormones and novel 
uses for anti-growth hormone receptor antibodies are described. 
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ABSTRACT : 

The present invention provides for an isolated nucleic acid molecule 

encoding human TIE-2 ligand. In addition, the invention provides 

for a receptor body which specifically binds human TIE-2 ligand. 

The invention also provides an antibody which specifically binds human 



TIE-2 ligaud. The in\^^ion further provices fo_ thcra^^tic 

compositions as well If^a method of blocking blood ve^R growth, a 
method of promoting neovascularization and a method of promoting the 
growth or differentiation of a cell expressing the TIE-2 
receptor . 
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ABSTRACT : 

The present invention provides for TIE-2 ligand substantially 

free of other proteins. The invention also provides for an isolated 

nucleic acid molecule encoding TIE-2 ligand. In addition, the 

invention provides for a receptor body which specifically binds TIE-2 

ligand. The invention also provides an antibody which specifically 

binds TIE-2 ligand. The invention further provides for 

therapeutic compositions as well as a method of blocking blood vessel 

growth, a method of promoting neovascularization and a method of 

promoting the growth or differentiation of a cell expressing the 

TIE-2 receptor - 
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ABSTRACT : 

The present invention provides for an isolated nucleic acid molecule 
encoding human TIE-2 ligand. In addition, the invention provides 
for a receptor body which specifically binds human TIE-2 ligand. 
The invention also provides an antibody which specifically binds human 
TIE-2 ligand. The invention further provides for therapeutic 
compositions as well as a method of blocking blood vessel growth, a 
method of promoting neovascularization and a method of promoting the 
growth or differentiation of a cell expressing the TIE-2 
receptor . 
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ABSTRACT : 

Novel receptor tyrosine kinase protein and isoforms thereof which are 
expressed in cells of the endothelial lineage, and DNA segments encoding 
the novel protein and isoforms thereof are disclosed. Methods for 
identifying ligands which are capable of binding to the receptor protein 
and methods for screening for agonist or antagonist substances of the 
interaction of the protein and a ligand are also disclosed. 
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